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IMPORTANT NOTIFICATION 



International application No. 
PCT/GB99/03133 



International filing date (day/month/year) 

21 September 1999 (21.09.99) 



1. The following indications appeared on record concerning: 

X the applicant [j^ the inventor ^] the agent the commo 


n representative 


Name and Address 

ISIS INNOVATION LIMITED 
2 South Parks Road 
Oxford OX1 3UB 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded c 
| ] the person Q the name * Q<] the address Q the nationality [ 


oncerning: 
| the residence 


Name and Address 

ISIS INNOVATION LIMITED 
Ewert House 
Ewert Place 
Summertown 
Oxford OX2 7 BZ 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
j~X] the receiving Office Q the designated Offices concerned 
| | the International Searching Authority [~X] the elected Offices concerned 
| Xj the International Preliminary Examining Authority | | other: 


The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 


Authorized officer 

Yolaine CUSSAC 

Telephone No.: (41-22) 338.83.38 
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NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


Assistant Co mmi<;c in nor fr\r 
wwiwvuiil w \j\ i ii i Mooiuricr tot patents 

United States Patent and Trademark 

Office 

Boy PPT 

Washington, D.C.20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailina fdav/mnnth/waar* 

03 May 2000 (03.05.00) 


International application No. 
PCT/GB99/03133 


Applicant's or agent's file reference 
N.75052C PEJ 


International filing date (day/month/year) 

21 September 1999 (21.09.99) 


Priority date (day/month/year) 

21 September 1998 (21.09.98) 


»ppiicanT ■ 

DOBSON, Christopher. Martin ^ 



1 . The designated Office is hereby notified of its election made: 

Q<) in the demand filed with the International Preliminary Examining Authority on: 

24 March 2000 (24.03.00) 

□ in a notice effecting later election filed with the International Bureau on: 



2. The election |"x] was 

J [ was not 
made before the expiration of 19 months from the 



Rule 32.2(b). 



priority date or, where Rule 32 applies, within the time limit under 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

YolaineCUSSAC 
Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
N.75052CPEJ 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/iPEA/416) 


International application No. 
PCT/GB99/03133 


International filing date (day/month/year) 
21/09/1999 


Priority date (day/month/year) 
21/09/1998 


International Patent Classification (IPC) or na1 
C12N9/12 


ional classification and IPC 


Applicant 

ISIS INNOVATION LIMITED et al. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 
Priority 

N 0n -establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



II 


□ 


III 




IV 


□ 


V 


IS 


VI 


□ 


VII 


□ 


VIII 


C3 



Date of submission of the demand 
24/03/2000 



Date of completion of this report 
19.12.2000 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Stolz, B 

Telephone No. +49 89 2399 8416 
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INTERNATIONAL PREHIWINARY 
EXAMINATION REPORT 



International application No. PCT/GB99/031 33 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70.17). ): 
Description, pages: 

1 -32 as originally filed 

Claims, No.: 

1 -32 as originally filed 

Drawings, sheets: 

1/13-13/13 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

El claims Nos. 1-3 (partly), 4-9, 10-32(partly). 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specif)/): 

□ the description, claims or drawings (indicate particular elements beioW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

H no international search report has been established for the said claims Nos. cf . above. 

2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 10,18-21, 26, 28-32 



because: 
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No: 



Claims 



1-3 t 11-17, 22-25, 27 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



10, 28-32 
1-3, 11-27 



Industrial applicability (IA) Yes: 

No: 



Claims 
Claims 



1-3, 9-32 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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INTERNATIONAL PRELIMINARY International application No. PCT/GB99/03133 
EXAMINATION REPORT - SEPARATE SHEET . 



1. Reasoned statement 

1.1. As the ISR has only been carried out as far as naturally occurring amyloid fibres 
are concerned, i.e. claims 1 to 3, and 10 to 32, this report has only been written 
with regard to these. 

1.2. Novelty (Art. 33(2) PCT) 

Amyloid fibrils and fragments thereof have been intensely studied in the art 
(Malinchik et al., Castano et al., Kirschner et al., and US 4,666,829, all cited in the 
ISR). An amyloid fibril derived from SH3 domains has also been described by 
Guijarro et al.. These fibrils are described as ranging from 6 to 10 nm in diameter. 
They were gold labelled (Castano et al) and Guijarro et al used pH 2.0 for their 
production. Since Ap comprises a lysine residue (not to mention the N- and C- 
terminus), it comprises at least one functional group capable of binding a reactant. 
As a consequence, claims 1 to 3, 1 1 to 17, 22 to 25, and 27 are considered to lack 
novelty. 

1 .3. Inventive step (Art. 33(3) PCT) 

The process steps specified in claims 18 to 21 , and 26 are considered to 
represent obvious modifications to the process of claim 1 7. 

The claimed medical and non-medical uses of amyloid fibrils have neither been 
described in the available prior art nor are they derivable from this prior art in an 
obvious way. 

2. Certain observations 

2.1 . The term amyloid fibril is not clear because its meaning is being expanded to 

include any protein self-assembling into fibril-like structures. Traditionally however, 
the term has been used to characterize peptides associated with specific 
pathogenic states. Thus, the scope of protection cannot be established 
unambiguously. 
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2.2. The terms "substantially free of" (claim 1), "pharmaceutically active" (claim 10), 
and "an acceptable time" (claim 17) are also open to interpretation. Even sodium 
chloride can be pharmaceutically active. 
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(PCT Articl 1 8 and Rules 43 and 44) 



Applicant's or agent's file reference 

N.75052CPEJ 


POR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/GB 99/03133 


International filing date (day/month/year) 

21/09/1999 


(Earliest) Priority Date (day/month/year) 
21/09/1998 


Applicant 

ISIS INNOVATION LIMITED et al. 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 
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. sheets. 



This International Search Report consists of a total of _ 

| | It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



b. 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 

was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



| X | Certain claims were found unsearchable (See Box I). 
|"X"| Unity of invention Is lacking (see Box II). 



4. With regard to the title, 

| X | the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

| | the text is approved as submitted by the applicant. 

E the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. — 

| | as suggested by the applicant. Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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INTERNATIO^SEARCH REPORT ^ 

T/GB 99/03133 



International application No. 



B xl Obs rvationswher ertain claims wer f und unsearchabl (Continuati n of item 1 of first heet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1 . I X I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 31-32 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. Claims Nos.: 

because they relate to parts of the international Application that do not comply with the prescribed requirements to such 

an extent that no meaningful International Search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



B x II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheets 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ' searchable claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, 
■ 1 covers only those claims for which fees were paid, specifically claims Nos.: 



this International Search Report 



4. | X | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

(1-3, 10,32) - partially 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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1. Claims: (1-3,10-32) - partially 

A naturally occurring amyloid fibril substantially free of 
other protein, wherein the fibril comprises the A-beta 
peptide associated with Alzheimer's disease. 

Pharmaceutical compositions, complexes with metals, variants 
carrying more functional groups capable of binding 
reactants. Uses as a plastic or in electronic or catalysis, 
therapeutic uses. A method to prepare said fibril. 



2. Claims: (1-3,10-32) - partially 

Idem as subject-matter 1, but wherein the fibril comprises 
the prion protein associated with the transmissible 
spongiphorm encephalopathies. 



3. Claims: (1-3,10-32) - partially 

Idem as subject-matter 1, but wherein the fibril comprises 
the islet-associated polypeptide associated with type II 
diabetes. 



4. Claims: (1-3,10-32) - partially 

Idem as subject-matter 1, but wherein the fibril comprises 
the transthyretin and fragments thereof associated with 
familial amyloidotic polyneuropathy. 



5. Claims: (4-32) - partially 

A non-natural ly occurring amyloid fibril comprising a 
derivative or amino acid variant of an SH3 domain of a 
p85-alpha subunit of bovine phosphatidyl -inositol 3-kinase 

A composite fibril, further comprising a (non variant) SH3 
domain of a p85-alpha subunit of bovine phosphatidyl inositol 
3-kinase. 

Pharmaceutical compositions, complexes with metals, variants 
carrying more functional groups capable of binding 
reactants. Uses as a plastic or in electronic or catalysis, 
therapeutic uses. Methods to prepare said fibril. 



6. Claims: (4-32) - partially 

Idem as subject-matter 5, but wherein the fibril comprises a 
human muscle acyl phosphatase. 
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7. Claims: (4-32) - partially 

Idem as subject-matter 5, but wherein the fibril comprises 
bovine insulin. 



8. Claims: (4-32) - partially 

Idem as subject-matter 5, but wherein the fibril comprises a 
protein corresponding to the first two (CspB-1), the first 
three (CspB-2) or the last two (CspB-3) beta strands of CspB. 



9. Claims: (4-32) - partially 

Idem as subject-matter 5, but wherein the fibril comprises 
the wild type human carboxypeptidase A2. 



10. Claims: (17-26) - partially 

As far as not covered by inventions 1-9: 

A process for preparing a fibril which comprises preparing a 
solution comprising a protein, said solution being in a 
state so that nucleation and fibril growth will occur over 
an acceptable time, and allowing fibril growth to take place. 
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International application No. 

INTERNATION/^^ARCH REPORT dkl/GB 99/03133 



B xill TEXT OF THE ABSTRACT (Continuation f item 5 f the first sh et) 



Amyloid fibrils substantially free of other protein are described, along with 
methods to obtain them and biophysical characterization. 
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INTERNATIONAL SEARCH REPORT 



Internationa! Application No 

tf/GB 99/03133 



ITT 



A. CLASSIFICATION OF SUBJECT M^^_ , „ _ „_-, „. . 

IPC 7 C12N9/12 C1W9/14 C12N9/48 C07K14/3 
C07K14/62 C07K1/113 A61K38/16 A61K38/17 
C08K9/O0 

According to International Patent Classification (IPC) or to both national classification and IPC 



C07K14/47 
A61K38/28 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C12N C07K A61K C08K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



MALINCHIK S.B. ET AL. : "Structural 
analysis of Alzheimer's beta(l-40) 
amyloid: protofi lament assembly of 
tubular fibrils" 
BIOPHYS J 

vol. 74, January 1998 (1998-01), pages 
537-545, XP0O2127772 
the whole document 



1-3, 
10-32 



Further documents are listed in the continuation of box C. 



in 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A* document defining the genera) state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

■f document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P* document published prior to the international filing date but 
later than the priority date claimed 



T* later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

17 January 2000 


Date of mailing of the international search report 

1 2. 00 


Name and mailing address of the ISA 

European Patent Office, P.B. 581 8 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Galli, I 



Form PCT/ISA/210 (second sheet) (July 1992) 



page 1 of 3 



2 



INTERNATIONAL SEARCH REPORT 


International Application No 


— 


^^■/GB 99/03133 


C(Continuatlon) DOCUMENTS CONSH^^pTO BE RELEVANT 






Category ° 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


PACTAMft C M CT A1 • 11 T M V/TTDO EYIDMATTHN OF 
LAblANU b M b 1 AL: IN V1IKU rUKrIAIiUN ur 


1-3, 




AMVinTH CTDDTIC CDOM TUO QVMTUCTTP 
AMTLUIU rlbKlLo rKUN IWU oYIMIntllv, 


10-32 




dcdtt ncc or nTCCCDCMT i cmctu^ uomoi OGOIK 
rbrllUbo Ur UlrrtKbNI LLIMblnj nuriULUVauuo 






1U ALZ.nblrlbi o UlobAob Db 1 A-rKU I tl N 






DTnrucMirAi amh dtoduvcttai dfcfadpu 
blULnbrll LAL ANU blUrnYolLAL KtotMKLn 






COMMUNICATIONS, US, ACADEMIC PRESS, SAN 






DIEGO, CA, 






1/11 nr\ 9 1QQC nana 7P9_7ftQ 

vol. 141, no. c 9 iyoo, page /o£-/oy 






Y nnno 1 07777 
ArUU£l£/ / / / 






tccm. ooofi_9QiY 






tne wnoie aocument 




X 


KlKbLrlNtK u.A. ti al. : byntnetlC pepLiae 


1-3, 




homologous to Deta protein trorn Aizneimer 


10-32 




disease forms amyloid-like fibrils in 






vitro" 






nnnr mati atah ctt hc a 
PROC. NATL. ALAU. bLl. UbA, 






w**1 Q/l Hr + AkAv« 1 QQ7 MQQ7 lOA rtanoc 

vol. o4 , uctODer iytJ/ iiyo/-iuj, pages 






6953-6957, XP0O2127773 






the whole document 




A 


nc a ccc oon a fr*i cmmcd rrftorr CT Al A 
US 4 boo o^y A [bLLNNbR bbUKbb b bl ALJ 


1-3, 




19 May i9o/ iiyo/-uo-iyj 


10-32 




the whole document 




A 


t lrniiocnP i n. ct ai nrnMToni 1 imp AMVIOTn 
TJERNBERb L U bl AL: LUNIKULLlNb AMYLUIU 


1-3, 




DCTA DCDTT HC CT DDT 1 CO DM AT 7 flM UTTU 

bb 1 A- rbr 1 1 Ub rlbKlL rUKMAIIUN Wlln 


10-32 




PRU T bAbb-b 1 AbLb LlbANUo 






JOURNAL Ur BIULUblLAL 






CHEMISTRY, US, AMERICAN SOCIETY OF 






BIOLOGICAL CHEMISTS, BALTIMORE, MD, 






070 _ ~ 1ft ft Maw 1QQ7 /1QQ7 nC OQl 

vol. z/d 9 no. iy, y nay iyy/ iiyy/-uo-uyj , 






nana inCfll 1 OCAC ¥00090^0970 

page Icoui-i^oud Aruu^uou^ou 






ISSN: 0021-9258 






the whole document 




A 

A 


un Q7 1C1QC A fTDAMC I^ADVOTT P TUCDADTCC 

WU y/ lbiyb A 1 1 KANbKAKYU 1 1 L InbKArlbo 


1-3, 




INC) 1 May 1997 (1997-05-01) 


10-32 




abstract 




A 

A 


IIC C 171 C7/1 A f l/IIDTDAQAMDATU TUAM^AX/PI 
Uo D 1/1 D/*f A ^ IvUobKAoMrlrM 1 n InMIMuMVtL 


1-3, 




CT Al A 1C noromhor 1 QQ9 MOQ9-19-1CA 

bl ALJ xo uecemuer iyyc iiyyt-i^-io j 


10-32 




aDS irac X 




A 


WO 97 15933 A (HOECHST CELANESE CORP) 


1-3, 




1 May 1997 (1997-05-01) 


10-32 




abstract 






page 5, line 28 - line 31 






page 10, line 10 - line 21 






claims 1-27 






-/- 
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C.(ContlnuaUon) DOCUMENTS CONS^^B) TO BE RELEVANT 
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